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STUDY KRT-232-114 

ABBREVIATED CLINICAL STUDY REPORT 
 

Study Title 
An Open-Label, Multicenter, Phase 2 Study Assessing the Safety and 
Efficacy of KRT-232 or TL-895 in Janus-associated Kinase Inhibitor 
Treatment-Naïve Myelofibrosis 

Brief Title Safety and Efficacy of KRT-232 or TL-895 in Janus-associated Kinase 
Inhibitor Treatment-Naïve Myelofibrosis 

Study Number KRT-232-114 

Study Phase Phase 2 

Name of 
Investigational Drugs KRT-232 (navtemadlin) or TL-895 

Indication Myelofibrosis 

Study Sponsor 
Kartos Therapeutics, Inc. 
275 Shoreline Drive, Suite 300 
Redwood City, CA 94065 

Study Initiation Date 26 July 2021 (first subject first visit) 

Early Study 
Termination Date 

18 July 2024 (last subject last visit) 
The data and analyses presented in this report are based on a database lock 
date of 06 August 2024 

Regulatory Agency 
Identifier Numbers 

IND:   151474 
EudraCT:  2020-005642-42 
ClinicalTrials.gov: NCT04878003 

Report Date 14 February 2025 

This study was conducted in compliance with International Council for Harmonisation (ICH) Good 
Clinical Practice (GCP), including the archiving of essential documents. 
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SYNOPSIS 
Study Title An Open-Label, Multicenter, Phase 2 Study Assessing the Safety and Efficacy 

of KRT-232 or TL-895 in Janus-associated Kinase Inhibitor Treatment-Naïve 
Myelofibrosis 

Study Number KRT-232-114 

Regulatory Agency 
Identifier Numbers 

IND:    151474 
EudraCT:   2020-005642-42 
ClinicalTrials.gov: NCT04878003 

Study Phase Phase 2 

Name of 
Investigational Drug 

KRT-232 (navtemadlin) or TL-895 

Indication Myelofibrosis 

Study Sponsor Kartos Therapeutics, Inc. 
275 Shoreline Drive, Suite 300 
Redwood City, CA 94065 

Number of Study 
Centers and Countries 

This study was conducted at 16 centers in 7 countries 
(Brazil, Bulgaria, Georgia, Mexico, Poland, Russia and Ukraine). 

Study Period 26 July 2021 (first subject first visit) 
18 July 2024 (last subject last visit; early study termination date) 

Rationale Myelofibrosis (MF; including primary myelofibrosis [PMF], post-polycythemia 
vera MF [post-PV MF], or post-essential thrombocythemia MF [post-ET MF]) is 
a clonal myeloproliferative neoplasm characterized by progressive bone marrow 
fibrosis, dysplastic megakaryocyte hyperplasia, and extramedullary 
hematopoiesis, resulting in ineffective erythropoiesis (Cervantes 2009). Patients 
often harbor molecular mutations (eg, JAK2, MPL, CALR) that drive MF 
pathogenesis (Pikman 2006; Hussein 2009).  
Ruxolitinib, a JAK inhibitor, is approved in the United States and European 
Union for intermediate- and high-risk MF (Jakafi® US Prescribing Information); 
while it reduces splenomegaly and improves symptoms, it does not halt disease 
progression, and symptoms often reappear shortly after discontinuation 
(Verstovsek 2012). High rates of treatment failure or unacceptable adverse 
effects have also been noted in long-term use (Verstovsek 2017).  
Fedratinib, a selective JAK2 inhibitor, was approved in the US for adults with 
intermediate-2 or high-risk MF. While fedratinib effectively reduces 
splenomegaly and symptom burden in MF patients, it carries significant side 
effects, including a black box warning for encephalopathy (Inrebic® Prescribing 
Information).  
Although ruxolitinib and fedratinib provide symptomatic relief, their mechanisms 
of action are associated with significant disruptions to normal hematopoiesis, and 
they have not been proven to prolong survival or reduce the risk of leukemic 
transformation. There remains a significant unmet clinical need for the treatment 
of patients with MF. 
KRT-232 (navtemadlin) targets the mouse double minute 2 homolog 
(MDM2)/TP53 interaction, restoring TP53 tumor-suppressor function in TP53 
wildtype (TP53WT) tumor cells (Sun 2014).  The great majority of MF cases 


















